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AB Novel "bispolyamine" inhibitor compds. of polyamine transport are 

disclosed. These compds. are useful pharmaceutical agents for treating 
diseases where it is desired to inhibit polyamine transport or other 
polyamine binding proteins, for example cancer and post -angioplasty 



injury. These compds . display desirable activities both for diagnostic 
and research assays and therapy. Most of the spermine dimers that have 
been tested provided very good Ki for transport inhibition with values 
under 75 nM. ORI 12 36 (I) was the most potent inhibitor with a Ki of 22 
nM. The results were generally mirrored in the growth inhibition assay. 
All of the compds. were synergistic with dif luoromethylorni thine, a 
polyamine synthesis inhibitor, with IC50 values of 10 .mu.M or less. 
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AB Novel cytotoxic polyamine analogs are disclosed. These analogs are useful 
pharmaceutical agents for treating diseases where it is desired to inhibit 
cell growth and/or proliferation, for example cancer and post-angioplasty 
injury. Thus, I (ORI 1313) is prepd. and inhibited A375 melanoma growth 



36% in mice. 
IT 330163-38-7P 330163-49-0P 330163 -51-4P 

RL: BAG (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 
(prepn. of polyamine analogs as cytotoxic agents) 
RN 330163-38-7 CAPLUS 

CN Benzamide, N, N ' - [ (6 , 21-dioxo-7 , 11, 16, 20-tetraaza-l, 25- 

pentacosanediyDbis (iminosulf onyl-5 , 2-thiophenediylmethylene) ]bis [4-chloro- 
(9CI) (CA INDEX NAME) 
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CN 2, 6, 11, 15-Tetraazaheneicosanoic acid, 21- [ [ [5- [ [ (4- 

chlorobenzoyl) amino] methyl] -2-thienyl] sulf onyl] amino] -16-oxo- , 
phenylmethyl ester (9CI) (CA INDEX NAME) 
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ester (9CI) (CA INDEX NAME) 
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TI Preparation of amino lactam sulfonamides as inhibitors of A. beta . -protein 

production 
IN Thompson, Lor in Andrew; Han, Amy Qi 
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PI WO 2001027108 Al 20010419 WO 2000-US27666 20001007 

W: AU, BR, CA, CN, CZ, EE, HU, IL, IN, JP, KR, LT, LV, MX, NO, NZ, 

PL, RO, SG, SI, SK, TR, UA, VN, ZA, AM, AZ, BY, KG, KZ, MD, RU, 
TJ, TM 

RW: AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, 
PT, SE 

EP 1218377 Al 20020703 EP 2000-970627 20001007 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

IE, SI, LT, LV, FI, RO, CY 

US 6503901 Bl 20030107 US 2000-684718 20001007 

PRAI US 1999-158565P P 19991008 

WO 2000-US27666 W 20001007 
OS MARPAT 134:295844 
GI 
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AB The title compds . [I; Q = alkyl, cycloalkyl, etc.; R2 = H, alkyl, 

alkoxyalkyl, etc.; R5 = H, alkyl, alkoxy, etc.; R5a = H, alkyl; R6 = H, 
alkyl, aryl, etc.; ring B = 6-8 membered (un)satd. (un) substituted lactam 
which optionally contains heteroatom; W = (CR8R8a)p; p = 0-4; R8, R8a = H, 
F, alkyl, etc.; X = a bond, aryl, cycloalkyl, etc.; Y = a bond, alkylene, 
etc.; Z = H, alkyl, alkenyl, etc.] which inhibit the processing of amyloid 
precursor protein and, more specifically, inhibit the prodn. of 
A. beta. -peptide, thereby acting to prevent the formation of neurol . 
deposits of amyloid protein, were prepd. E.g., a 3-step synthesis of II 
was given. More particularly, the present invention relates to the 
treatment of neurol. disorders related to .beta . -amyloid prodn. such as 
Alzheimer's disease and Down's Syndrome. Also, method for inhibiting 
.gamma. -secretase activity was claimed. 

IT 334870-26-7P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of amino lactam sulfonamides as inhibitors of A. beta . -protein 
prodn . ) 
RN 334870-26-7 CAPLUS 

CN Benzamide, N- [ [5- [ [ [ (IS) -1- [ [ (2 , 3 -dihydro- l-methyl-2 -oxo-5-phenyl-lH-l , 4- 
benzodiazepin-3-yl) amino] carbonyl] -3-methylbutyl] amino] sulf onyl] -2- 
thienyl] methyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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production 
IN Thompson, Lor in Andrew 
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PI WO 2001027091 Al 20010419 
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EP 2000-970626 20001007 
GB, GR, IT, LI, LU, NL, SE, MC, PT, 

US 2000-684718 20001007 
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AB This invention relates to prepn. of novel lactams, particularly 

benzo[e] [1 , 4] diazepines (I) [wherein Q = (un) substituted (cyclo) alkyl , 
alkenyl, alkynyl, carbocyclyl, aryl, or heterocyclyl ; R2 = H or 
(un) substituted (alkoxy) alkyl, carbocyclyl (methyl) , aryl (methyl) , 
arylethyl, or heterocyclyl; R5 and R5a combine to form a 3-7 membered 
(un) substituted cycloalkyl or benzo-fused ring; R6 = H or (un) substituted 
alkyl, carbocyclyl, or aryl; ring B = 6-8 membered (un) substituted lactam, 
optionally contg. N, NH, NR10, O, S, SO, or S02 ; R10 = H, acyl, carboxy 
(ester), carbamoyl, sulfamoyl, (un) substituted alkyl, aryl, carbocyclyl, 
heterocyclyl, etc.; W = (CR8R8a)p; p = 0-4; R8 and R8a = independently H, 
F, (cyclo) alkyl, alkenyl, or alkynyl; X = a bond or (un) substituted aryl, 
cycloalkyl, carbocycyl, or heterocyclyl; Y = a bond or 

(CR9R9a) tV(CR9R9a)u; R9 and R9a = independently H, F, or (cycloalkyl); t 
and u = independently 0-3; V = a bond, CO, O, S, SO, S02, C02, OCO or 



(un) substituted NH, CONH, NHCO, NHC02 , S02NH, NHSO, or SONH; Z = H or 
(un) substituted alkyl, alkenyl, alkynyl, aryl, carbocyclyl, or 
heterocyclyl] and their pharmaceutical compns . These novel compds. 
inhibit the processing of amyloid precursor protein and, more 
specifically, inhibit the prodn. of amyloid- .beta . (A. beta.) peptide, 
thereby acting to prevent the formation of neurol . deposits of amyloid 
protein (no data) . More particularly, the present invention relates to 
the treatment of neurol. disorders related to .beta. -amyloid prodn., such 
as Alzheimer's disease and Down's Syndrome (no data) . For example, 
3-amino-l-methyl-5-phenyl-l, 3-dihydrobenzo [e] [1,4] diazepin-2-one was 
coupled with N-Boc-L- leucine, deprotected using TFA, and coupled with 
3, 5-dimethylisoxazole-4-sulf onyl chloride to give II. 
IT 334870-26-7P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(prepn. of amino lactam sulfonamides as inhibitors of a. beta, protein 
prodn . ) 
RN 334870-26-7 CAPLUS 

CN Benzamide, N- [ [5- [ [ [ (IS) -1- [ [ (2 , 3-dihydro-l-methyl-2-oxo-5-phenyl-lH-l , 4- 
benzodiazepin-3-yl) amino] carbonyl] -3-methylbutyl] amino] sulfonyl] -2- 
thienyl] methyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Ph 
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RW: GH, GM, KE, LS , MW, MZ, 

DE, DK, ES, FI, FR, GB, 

CF, CG, CI, CM, GA, GN, 

EP 1218375 Al 20020703 
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AB RC( :X)NR1 (CH2)nZS02NR2CR3R4CONR5R6 [I; R= (un) substituted (hetero) aryl ; 
R1,R2,R5 = H or (un) substituted alkyl; RR1 = atoms to complete a ring; 
R3,R4 = H, NH2, alkyl, alkoxy, amino acid residue, etc.; R2R4 = atoms to 
complete a ring; R6 = H, (un) substituted alkyl, (hetero) aryl , etc.; NR5R6 
= heterocyclyl; X = O or S; Z = (un) substituted (hetero) aryene; n = 0-5] 
were prepd. Thus, 2-thiophenemethanamine was amidated by 4-C1C6H4COC1 and 
the chlorosulfonated product amidated by H2NCH2C02CMe3 to give 
4-C1C6H4CONHCH2ZS02NHCH2C02H (Z = thiophene-2 , 5 -diyl ) which was amidated 
by N- (3 -chloro-5-trif luoromethyl -2 -pyridyl ) ethylenediamine to give title 
compd. II. Data for biol . activity of I were given. 

IT 332082-82-3P 332082-83-4P 332082-84-5P 
332082-85-6P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(prepn. of N-arylsulf onyl amino acid derivs . as c-Jun N-terminal kinase 
inhibitors) 
RN 332082-82-3 CAPLUS 

CN Benzamide, 4-chloro-N- [ [5- [ [ [2- [ [2- [ [3-chloro-5- (trif luoromethyl) -2- 

pyridinyl] amino] ethyl] amino] -2-oxoethyl] amino] sulfonyl] -2 -thienyl] methyl] - 
(9CI) (CA INDEX NAME) 
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CN Benzamide, 4-chloro-N- [ [5- [ [ [2- [ [2- [ (5-nitro-2- 

pyridinyl) amino] ethyl] amino] -2 -oxoethyl] amino] sulfonyl] -2 -thienyl] methyl] - 
(9CI) (CA INDEX NAME) 
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CN Benzamide, 4-chloro-N- [ [5- [ [ [2-oxo-2- [ [2- [ [3- (trif luoromethyl) -2- 

pyridinyl] amino] ethyl] amino] ethyl] amino] sulfonyl] -2 -thienyl] methyl] - (9CI) 
(CA INDEX NAME) 
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CN Benzamide, 4-chloro-N- [ [5- [ [ [2-oxo-2- [ [2- [ [5- (trif luoromethyl) -2- 

pyridinyl] amino] ethyl] amino] ethyl] amino] sulfonyl] -2- thienyl] methyl] - (9CI) 
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AB Novel inhibitors of polyamine transport having inhibition consts. two 
orders of magnitude lower than those of known compds . are disclosed. 
These polyamine analogs are useful pharmaceutical agents for treating 
disease where it is desired to inhibit polyamine transport or other 
polyamine binding proteins, for example cancer and post -angioplasty 
injury. Novel chem. synthetic methods to obtain polyamine analogs are 
disclosed, including the prodn. of a combinatorial polyamine library. 
These approaches yield analogs with desirable activities both for 
diagnostic and research assays and therapy. The assays of the invention 
are useful for high throughput screening of targets in the discovery of 
drugs that interact with the polyamine system. 

IT 220221-41-OP 287968-56-3P 330162-38-4P 

330162- 48-6P 330162-52-2P 330162-58-8P 

330163- 38-7P 330163-49-0P 330163-51-4P 

RL: ADV (Adverse effect, including toxicity); BAC (Biological activity or 
effector, except adverse) ; BSU (Biological study, unclassified) ; SPN 
(Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; 
PREP (Preparation) ; USES (Uses) 

(prepn. of polyamines as therapeutic and diagnostic agents) 
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CN Benzamide, N- [ [5- [ [ [6- [ [3- [ [4- [ ( 3 -aminopropyl ) amino] butyl] amino] propyl] ami 
no] -6-oxohexyl] amino] sulfonyl] -2-thienyl] methyl] - (9CI) (CA INDEX NAME) 
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CN Benzamide, N- [ [5- [ [ [6- [ [3- [ [4- [ (3 -aminopropyl) amino] butyl] amino] propyl] ami 
no] -6-oxohexyl] amino] sulfonyl] -2-thienyl] methyl] -4-chloro- (9CI) (CA 
INDEX NAME) 
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CN Benzamide, N- [ [5- [ [ (2 1 -amino- 6-oxo- 7 , 11, 16 # 20- tetraazaheneicos-l- 
yl) amino] sulf onyl] -2-thienyl] methyl] -4-chloro- (9CI) (CA INDEX NAME) 
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CN Benzamide, N- [ [5- [ [ [3- [ [3- [ [4- [ (3-aminopropyl) amino] butyl] amino] propyl] ami 
no] -3-oxopropyl] amino] sulfonyl] -2 -thienyl] methyl] -4-chloro- (9CI) (CA 
INDEX NAME) 
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CN Benzamide, N- [ [5- [ [ [ (IS) -1- [ [ [3- [ [4- [ (3 -aminopropyl ) amino] butyl] amino] prop 
yl] amino] carbonyl] -2-methylpropyl] amino] sulfonyl] -2 -thienyl] methyl] -4- 
Chloro- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN Benzamide, N- [ [5- [ [ [ (5S) -5-amino-6- [ [3- [ [4- [ (3- 



aminopropyl) amino] butyl] amino] propyl] amino] -6-oxohexyl] amino] sulfonyl] -2- 
thienyl] methyl] -4 -chloro- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN Benzamide, N,N' - [ (6 , 21-dioxo-7 , 11, 16 , 20- tetraaza-1 , 25- 

pentacosanediyDbis (iminosulf onyl-5 , 2-thiophenediylmethylene) ]bis [4-chloro- 
(9CI) (CA INDEX NAME) 
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CN 2, 6, 11, 15-Tetraazaheneicosanoic acid, 21- [ [ [5- [ [ (4- 

chlorobenzoyl) amino] methyl] -2-thienyl] sulfonyl] amino] -16-oxo-, 



phenylmethyl ester (9CI) (CA INDEX NAME) 
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CN 2, 6, 11, 15-Tetraazaheneicosanoic acid, 21- [ [ [5- [ [ (4- 

chlorobenzoyl) amino] methyl] -2-thienyl] sulfonyl] amino] -16-oxo-, methyl 
ester (9CI) (CA INDEX NAME) 



PAGE 1-A 

O 0 0 

II II II 

MeO-C-NH- (CH2)3-NH- (CH 2 ) 4 ~NH- (CH 2 ) 3~NH- C~ ( CH 2 ) 5 — NH— S- — . 

O 




IT 220221-56-7P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(prepn. of polyamines as therapeutic and diagnostic agents) 
RN 220221-56-7 CAPLUS 

CN Benzamide, 4-chloro-N- [ [5- [ [ (6-oxo-7, 11, 16 , 20- tetraazadocos-1- 
yl) amino] sulfonyl] -2-thienyl] methyl] - (9CI) (CA INDEX NAME) 



PAGE 1-A 

O O 



EtNH- (CH 2 )3-NH- (CH 2 ) 4 -NH- (CH 2 ) 3 "NH- C~ (CH 2 ) 5 -NH-S 



to- 



PAGE 1-B 




RE.CNT 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L4 ANSWER 8 OF 9 CAPLUS COPYRIGHT 2003 ACS 
AN 2000:553544 CAPLUS 
DN 133:164201 

TI Preparation of agmatine and polyamine analogs as antizyme modulators for 

use as drugs and agricultural agents 
IN Vermeulin, Nicolaas M. J.; Burns, Mark R. ; Webb, Heather K. 
PA Oridigm Corporation, USA 
SO PCT Int. Appl., 80 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 2000046187 A2 20000810 WO 2000-US2972 20000204 

WO 2000046187 A3 20001214 

W: AL, AM, AU, AZ, BA, BB, BG, BR, CA, CN, CU, CZ, EE, FI, GE, HU, 
IL, IS, JP, KG, KP, KR, LC, LK, LR, LT, LV, MD, MG, MK, MN, MX, 
NO, NZ, PL, RO, SG, SI, SK, TR, TT, UA, UZ, VN, AM, AZ, BY, KG, 
KZ, MD, RU, TJ, TM 
RW: GH, GM, KE, LS, MW, SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, DE, 
DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ, CF, 
CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 
EP 1159261 A2 20011205 EP 2000-913365 20000204 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, FI 

JP 2002536357 T2 20021029 JP 2000-597259 20000204 

PRAI US 1999-118892P P 19990205 
WO 2000-US2972 W 20000204 

AB A polyamine analog of spermine comprising of four amine groups capable of 
forming four pos . charges at physiol. pH, wherein the first and second 
amine groups, and the third and fourth amine groups, are sepd. by the 
distance of four cC-C and or C-N bonds and the second and third amine are 
sepd. by the distance of five C-C and/or C-N bonds or more; wherein the 
the second and third amines are sepd. by a straight or branched 
C2-10-alkyl, -alkenyl, -alkynyl, alkoxy, aliph. ; C3-10-alicyclic, single 
or multi-ring arom. or aryl; aryl- substituted alkyl, alkenyl, alkynyl; 
multiring aryl -substituted aliph.; aliph. -substituted single or multi-ring 
arom.; alkyl-, alkenyl-, alkynyl -substituted aryl; single or multi-ring 
heterocyclic; single or multi-ring heterocyclic-substituted aliph.; 
aliph. -substituted arom.; heterocyclic-substituted alkyl, alkenyl, 
alkynyl; alkyl-, alkenyl-, alkynyl -substituted heterocycle and wherein 
said analog induces expression of full-length antizyme. The present 
invention is directed to agmatine and polyamine analogs and their use as 
drugs, as well as agricultural or environmentally useful agents. As 
drugs, the analogs decrease cellular polyamine levels, possibly by 
inducing antizyme, and can be used to treat disorders of undesired cell 
proliferation, including cancer, viral infections and bacterial 
infections. The analogs may be utilized in pharmaceutical compns. either 
alone or in combination with other agents, particularly other inhibitors 
of polyamine synthesis or transport, but including other inhibitors of 
cell proliferation. The analogs are not necessarily metabolized to 
contribute to the polyamine pool and are designed to enter cells by 



pathways independent of polyaraine transport. The invention further 
defines structural elements/motifs within these analogs that are key to 
their induction of antizyme. 
IT 287968-56-3P 

RL: AGR (Agricultural use); BAC (Biological activity or effector, except 
adverse) ; BSU (Biological study, unclassified) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) / BIOL (Biological study) ; PREP 
(Preparation) ; USES (Uses) 

(prepn. of agmatine and polyamine analogs as antizyme modulators for 
use as drugs and agricultural agents) 
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AB Title inhibitors RXR1 [ R =H, or is a head group consisting of a straight 
or branched Cl-10 aliph. , alicyclic, single or multiring arom. , single or 
multiring aryl substituted aliph., etc.; Rl is a polyamine; X = CO, NHCO, 
NHCS, S02] and pharmaceutical acceptable salts of polyamine transport 
having inhibition consts. two orders of magnitude lower than those of 
known compds . are disclosed. These polyamine analogs are useful 
pharmaceutical agents for treating diseases where it is desired to inhibit 
polyamine transport or other polyamine binding proteins, for example 
cancer and post-angioplasty injury and the introduction of a 3-amidopropyl 
group to the diaminobutyl part of spermidine produce a significantly 
better transport inhibitor. Novel chem. synthetic methods to obtain 
polyamine analogs are disclosed, including the prodn. of a combinatorial 
polyamine library. These approaches yield analogs with desirable 
activities both for diagnostic and research assays and therapy. The 
assays of the invention are useful for high throughput screening of 
targets in the discovery of drugs that interact with the polyamine system. 
Thus, I was prepd. from 1-aminoanthracene, 4-nitrophenyl chlorof ormate, 
and spermine. 
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AB I (e.g. [2 -[(3, 4-dichlorophenyl) amino] -4-hydroxy-6-nitroquinazolin-8-yl] -N- 
[ (4- fluorophenyl) methyl] carboxamide) or a pharmaceutically-acceptable salt 
thereof and methods of using such compds . for the treatment of various 
diseases and pharmaceutical compns. comprising such compds. are claimed. 
In I, R2 is H, acetyl or (C1-C5) alkyl . R4 is H, acetyl or (C1-C5) alkyl . 
R5, R6 and R7 are independently H, halogen, ( CI - C2 ) alkyl , 
halo { CI -C2) alkyl, nitro and cyano. R8 is H, Ph, (C1-C6 ) alkyl , Ri, 
heterocycle, substituted heterocycle, - ( CH2 ) mC ( O ) N- [ ( CH2 ) pRg] Rb , 
- (CH2)mN[ (CH2)pRg]Rb, -CH:CHRC, halogen, - (CH2) mC (O) (CH2) mRo, -C(0)Rp, 
- (CH2)mC(0)0[ (CH2)pRg] , - (CH2 ) mN [ (CH2 ) pRg] C (O) Rb, -(CH2)mOC(0) [(CH2)pRg] , 
-CHORdORe, -CH2XRf , -S (0) 2N[ (CH2)pRg] Rb, -N [ (CH2)pRg] S (O) 2Rb, 
-S(0)2N[(CH2)pRg]Rb, -C(0)H, allyl and 4 -hydroxybut- l-en-4 -yl . R3 » , R4 1 
and R5' are independently H, halogen, ( CI -C4) alkyl , (C1-C4) alkoxy and 



halo (C1-C4) alkyl ; wherein at least one of R5, R6, R7, R8, R3 ' and R5 ' is 
not H; and R4 ' is not equal to R7 . Rb is H, (Cl-C4)alkyl or substituted 
(C1-C4) alkyl . Rc is H, Ph, Ri, heterocycle, substituted heterocycle, 
-C02Rb, -C (0) NRbRb, -S(0)n-Rf, 2 - hydroxy is op ropy 1 and cyano. Rd and Re 
are independently (C1-C4) alkyl; or Rd and Re together are -CH2CH2- or 
-CH2CH2CH2-. Rf is (C1-C4 ) alkyl , vinyl, -CH2C02Rb, Ph or benzyl. Rg is 
(C1-C10) alkyl, substituted (C1-C10) alkyl, Ph, Ri, heterocycle, substituted 
heterocycle, -ORb, -NRbRb, -NRjRo, -N (Rj ) S02Rj , -C02Rb, -C (0) NRjRj , 
-S02phenyl and 2-oxopyrrolid-l-yl; or Rg and Rb together form 
-CH2CH2N(Rj)CH2CH2-, -(CH2)4-, -CH (Rh) CH2CH2CH2 - , or - CH2 CH20CH2 CH2 - . Rh 
is -C02Rf or -CH20-Ph. Ri is Ph, contg. 1-3 substituents selected from 
halogen, (C1-C6) alkyl , -ORj , -0 ( substituted phenyl) -NRjRj , 
halo (C1-C6) alkyl, halo (C1-C4) alkoxy, nitro, -C(0)Rj, -C (0) (substituted 
phenyl) , - (CH2 ) mC (0) NRjRk, - (CH2 ) mC (0) N (Rj ) S02 [ (C1-C6 ) alkyl] , 
- (CH2)mC(0)NRj (substituted phenyl), - (CH2 ) nC02Rj , -0C(0)Rj, -N (Rj ) C (0) Rj , 
-NRjC(O) halo (C1-C4) alkoxy, -C(0) NRjRj , -NRjS (0) 2 (CI -C4) alkyl, 
-S0n(Cl-C6)alkyl, -SOn (halogen) , -SOm (CH2) nphenyl , -S02NRj Rj , -S02NRj Rk, 
-S02NRj (substituted (C1-C6 ) alkyl) , -S02 (CH2 ) nRo, -S02N (Rj ) (CH2 ) nRo, 
-SOn (halo (C1-C3) alkyl) , -SOn (pyrrolidin-l-yl substituted in the 2 position 
by Rn) , -CN, -SCN, Ph, heterocycle and benzyl. Rj is H or (C1-C6) alkyl . 
Rk is - (CH2)nCH20CH2Rb, -C (O) NRj Rj or -C(0)Rj. Rm is heterocycle, contg. 
one or two substituents selected from halogen, (C1-C6) alkyl , -ORj, 
-0 (substituted phenyl) -NRjRj , halo (C1-C6) alkyl , halo (C1-C4) alkoxy, nitro, 
-C(0)Rj, -C(0) (substituted phenyl) , - (CH2) mC (0) NRjRk, - 
(CH2)mC(0)N(Rj)S02 [ (C1-C6) alkyl] , - (CH2 ) mC (0) NRj (substituted phenyl) , 
- (CH2)nC02Rj , -0C(0)Rj , -N(Ri)C(0)Rj , -NRjC(O) -halo (C1-C4 ) alkoxy , 
-C(0) NRjRj, -NRjS (0)2 (C1-C4 ) alkyl , -SOn (C1-C6) alkyl , -SOn (halogen) , 
- SOm (CH2) nphenyl, -S02NRj Rj , -S02NRj Rk, -S02NRj (substituted (CI -C6) alkyl) , 
-S02 (CH2)nRo, -S02N(Rj) (CH2)nRo, -SOn (halo (C1-C3 ) alkyl) , 

-SOn (pyrrolidin-l-yl substituted in the 2 position by Rn) , -CN, -SCN, Ph, 
heterocycle and benzyl. Rn is -C(0)Rj, -CH20Rj or -C (0) NRj Rj . Ro is Ph, 
substituted Ph, heterocycle or substituted heterocycle. Rp is a 
heterocycle contg. one or two substituents selected from substituted Ph, 
heterocycle, Ph, benzyl, -SOnRo or S02NRjRj . M is 0-3; n is 0-2; p is 

0- 7; X is S, 0 or N. A method is claimed of treating a mammalian disease 
selected from cell apoptosis, immune deficiency syndromes, autoimmune 
diseases, pathogenic infections, cardiovascular and neurol . injury, 
alopecia, aging, cancer, Parkinson's disease, Alzheimer's disease, 
Huntington's disease, acute and chronic neurodegenerative disorders, 
stroke, vascular dementia, head trauma, ALS, neuromuscular disease, 
myocardial ischemia, cardiomyopathy, macular degeneration, osteoarthritis, 
diabetes, acute liver failure and spinal cord injury. Although caspase-3 
inhibition and apoptosis assay methods are described, quant, assay results 
are not given. Although the methods of prepn. are not claimed, 17 example 
prepns. are included. 
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